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melanoma and head and neck cancers." 
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see page 264, left-hand column 

see page 263 - page 264, left-hand column 

WEINBERG A D; "Antibodies to OX - 40 

(CD134) can Identify and eliminat 

autoreactive T cells: Implications for 

human autoimmune disease. 1 ' 
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1357-4310.. XP00Z1O9415 

ENGLAND: United Kingdom 

see page 81. right-hand column - page 8Z, 
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WEINBERG A D ET 'OX - 40: life beyond 
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1044-5323. . XP002109416 
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see page 471, left-hand column 

see page 477 - page 479, left-hand column 

MORRIS. A, (1) ET AL: "Breast cancer 
immunity In mice treated with the OX - 40 

PROCEEDINGS OF THE AMERICAN ASSOCIATION 
FOR CANCER RESEARCH ANNUAL MEETING, 
(MARCH, 1998) VOL. 39, PP. 531. MEETING 
INFO.: 89TH ANNUAL MEETING OF THE AMERICAN 
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see the whole document 
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(54) ox-40l^y^-«r&HTXtt^-n*ri" 

(57) Oft] 

T-iBlfi(D3^_hcoox-4 o v^7*-fc:fi£-r*£ 

8*xa*ffle«te-£fflWH»«©T-»r»icox-4 




(2) #^2 0 02-5 04 3 34 

mtomww&Kisifz o x- 4 o wr^-eaH^xtio x- a o 

B8#3C 2 ] MTdO X - 4 0 V-fe^-M?^0 X - 4 0 L , 4ft— O 
X-4 X - 4 0»M»f^^^*^Hin5, n 

mm i KasK^fijffl* 

3 ] MffiKO X - 4 o tm-i-frffi*& t Mt^y ^ n— f 

»©aBt»i:fc^T«««nteox-4 o u^z-m&mTRTfmmmtcftmiz 

5 5 > p^hmmm^mm^mmo t -mc ^mo x - 4 0 

wy^-^sfm?n« d t k £ s €> § , 1 mmvmm* 

[11^8] l9EOX-4 0MJ^HBf#HWOX-4 0L, K-0 
X-4 0St#&tfK-0X-4 0St#Oft!!SW(C^4ai^Satfft«^ ft 



(3) $$162 0 02-50 4 33 4 

mm<omm* 

tmmm 1 4] taeo x-4 0 t-tr^-^H?^- Ftzmmw^ 

[ift^jS 1 5 ] tm* * /vx^^?-^7fy ? -r ;vx, v h p ^ -r /vx 
Wvi^x 9 y ;i/x»»63itftis, §s*« 1 4 wm<omm 0 

BS&El 7] »Si±«lftOX-4 0W:^-i«53 

I&£]fcDffiL; Cb) c *3D3t D HJ C^flBBKWUa*Si*f b : (c) co^gftL 
1 ffifSOfllfflo 

Bfc&Sl83 MIBO X - 4 0 W!^-»0 X - 4 0 LT'g§, II 



CRM 2 0 ] M™«^^?lSf^^M8SW^?0#X©mtc«'r 

ftT-SBHa*0X-4 0 Mr^-S^ER^ e x v i vo^^a^ 
a >U * LTfrOcfc 5 K: LTMLfcT -MKMSBWl&Wc fe iff C t Jc 

ox-4 ok#w-ox-4 oK^fta^Wfc#s(ifta5^6»fn«, 
m$m 2 3 ] mmmtomt^ k> . * utmk™^ miffisc-e 

mmmmowmiz »i o x - 4 o t-fey* Hg^H^xa o x - 4 o nz r 

[|»K2 5] arfl&*M_hfc:SftUfcOX-4 0 H*^-Jg^B?%3 



(5) ^2 002-50 4 334 

[000 1] 

m^mmv^^y, urn* ^xsh, t^^^xms^m^ 

[0 00 2] 

s «3iBLt;awwicB8^-r«cfc7?fli5nTt^s„ mutestrs c d a x& c d s 

T Hffiie^&mffrf *4>fc4»S:< i: 1 2 oOi/i?t;WW£5 (Lensch 
ow5s 1996) o S-S/^;H4T-fflfiW:r^- (T C R) £fl"U SUK&S 
«BIB CAPO OM±tc«oTV^*i«ailBi« (MHO ^XIX&II 
^Ktt^bftffilB (M&fcfci-WF) fcJ:t)»tt£ft*o Sivmtt 

a p ccomm±K$>% y #y HoT-ffljaoa«±©»=v-fer^H!^?te»f 

CCS-^^ttfflffl* (co-stimulation 
) t BJWu * l/C A P C 'J 2f V K BS* LTffiM^? nftf ftTV So ft 
^m<^^^nfc>>^;H±T -KBiSa±©C D 2 8 Lz-fe^-t A P C±<D 

[0 0 03] 

h*>ry^5J«U *LT»®?"*o CD4T-«^ gttffcfflffi! CCD 

6Ptt©*5- (C D 8 + ) T -fl||fi*gtef£t5o C D 4 T-fflWSttffcSft 
St. B5©M*r^-CTLA-4jSA5SH*nS„ WiSC D 2 8 £*M!rH4£W 
U %LTCIi2 8&9t>ffi^mmt!?*B7ft^Kffi'e?t%<, B7/CTLA- 



(6) (WZ 0 02-5 04 33 4 

4 *@5fFffl it C D 2 8 ©SttflSS'^/Vfcffiff U * UT T -mffifSS* > 
W'>gVL58 7S^?Vt/£»f « (Krumme I 1 996 ; Wa 
lunas 6, 1996) o co^y^aU-^HV^A-XASfflSSftifeBBStS^F 

mtfK8E»©i»(cas*ns i 9--f b *>r voi^w c tic * o 

[0004] 

§ 0 cd2 8u*7$-itT:-mm<Dm%v757z<Dmm.tic&%tf c*n 

^^?SttftLTV^5i:LT^^5dt0«<) s OX-4 0U-feX*- C 
l"OX-4 OJ ) (Paterson6, 1987 ; Calderhead^ 1993) Bin vivo 
T^ln^Stt^CD4 + T-mmilC<Dfr&&C£tfm-£nT^% (Weinberg^ 
. 1994:1996) OX-4 0&&&f®!m&Kto1il&1fc1ffitiLK%&& 

BKE£II»3?£ttCD4* T-lHffiLfcfcfc»K fflAiit(i^>C!:^ 
^ftWS (Weinberg^, 1994 ; 1996) „ 0X-4 0it flHffliBV^ 

v wwmm^MmisftcD 4 + THmt£m£®fj£?#ftLW5 c t 

fej^SftW* (Vetto 5, 1997) o J»«5E@? (TNF) 
50X~40'J^ F81S- C D - 3|a#T?igttfl:2nfcT § 
CfcittfasStlfc CiP*, #HKIS«Fafi»Kt?) (Godfrey 5, 1999) 0 

[0 0 0 5] 



(7) ^g2 0 0 2-5 0 4 3 3 4 

[000 6] 

#ft^g» ( 1 ) C D 4 + T -«±^^ 0 X - 4 0 H*7 ^-Oft^s 

^«C^CD4* T-»fJfi©^l*nft:lS«P&feft:6LaSs Rtf ( 
2) C©™K^*«»*nftJ^tf^*JSW4^fcS*0fe»Blcfi 

5 0 X- 4 0 Ut^-Ke^5^©^?^«iBaSBEW 

mum?, manfiatf^-f^, ttttei&MBic^D&^n 

[0 0 0 7] 

fc*6OgMffi»^lBg^W§0X-4 0 H27*H££H?Xfcl:0X-4 0 
«IBXtt^7^5 y^L»feSatRi3UBftOT-Mlfi»cO X - 4 0 M:?* 
[0 0 08] 

COOX-4 0HrWH6&8f BOX-4 0 L, taOX-4 0Kft (MX. 



(8) #^2 00 2-504 33 4 

[000 9] 
[0 0 10] 

t-wc^iox-4 o W!^^-^H?«jn5 c t^-rso 

[00 11] 
[00 12] 

x^y^5>BiWOfiSgfc < tO) OX-4 o Wr^HHf^H^a-HrsS 

[00 13] 
[0 0 14] 

tfflEO X- 4 0 H»^HB^H?*a- * /l/XXfiT^X 5 

[00 15] 



(9) 1«2 002-5 04 334 

T^ffl-e*, cc.r*i!»» (a) SMRfa«?»?>ffi^««DmL; ( 

b) c<Dm&h%mmMM*mmitL; c c ) toawtLTawttiefc^ 

*mAL ; ^LT (d) SKSaK^*^ty3Ep©«3;5Ji:UT«yiLfeS«ffcffl» 
OX- 4 0 V-fe^-H?H:OX-4 0 LTftoTJ:^ ci 0ttftH£tD3#fl: 
[0 0 1 6] 

SBIfi*OX-4 0V-t^H|fi'&H : ?i:e x v i voT'^^a^ayL 
, * L Tfr<D <fc 5 fc LTM Lfe T -»*16f2i«?Li!j%£ fe £ t (c J: § t, 

[0 0 1 7] 

m&SmvWmz&^T: O X - 4 0 Hz^HS^H^xa 0 X - 4 0 Mr?* 

to o x - 4 o y z-tfc&m^vmoi&ktc &%&®x*$>z> 0 

[00 18] 
[00 19] 



(10) 1§g2 0 02-50 4 3 34 

[00 2 0] 

#S6W<DHM»£te^T, 1 0 0%©B^£fcfc£1^©fl«*ffll]§©l& 
*^\©ja^tO«ttK*V>T, 0 X - 4 0 l/V7$-Km-&?%ft?omMMm 

[00 2 1] 

o©#* en^.®»»^ 1 i-^To B 1 C D 4 T -ttllfi© 

T-«l/t^-/UfyhWffl C«l«.tfCTLA-4/B7) #H#L 
5 S 7 w - K^y ^ /*-Xi,^L, ^©»£»5Efc:MS €, © f:SIS ft 
W5 0 THTO©^9©l8tfm«®U ^LTKM&t&D, K|gfc*f« 
^©iSSK:*S«pr«<t9ffl**n**5teftSo c©ffl©0X-4 OMzT 1 * 
-©£££ J: § T -«©ffi$ Ittx7 x * j? - T -Mifig^tf * UT 

«SSftCD4 + TH^©§J^£i«^£k©£f§D6ftW£o KU, 

, OX-4 0 'J^VFttX7x^^-/^»)l»^fflt§o feT 

, o x - 4 o ©ag^^-r ■5*%w©^t±ffi«fflfl&^t Jiff r§x7 x » # 
kkj&spt §^^©^&t;«©ffi7j^]« a tK*LTc©ss£^ fcjss&g 

P0733373 (Bristol Myers Squibb : L Chen 5 : Composition and meth 



-10- 



(11) 3f^2 002-504334 

ods for increasing the immunogenic! ty of tumor cells by administration o 
f B7 and CD2-transfected cells) 0 %m%3&£m>im&Mmi£ 

[0 0 2 2] 

Ci«S0llTS<, mMS&ffc«C O X - 4 

[00 2 3] 

O X - 4 0 l/tr/^fcJg^WSSm&C EtfOX - 4 O l/-te7*HlS#H 
[00 2 4] 

iEp < LT> -OfcjSfcfc^T. *5BHBttJnORfe:S«-SCD4* T-«|flSte«fc*) 

n v i vo-T^tTV-SStpXli^CE&k:, CD4 + T-«£0 
X - 4 0 bt^^-^S?K*At^i: t^T'l^o OX-4 0UW 

[0 0 2 5] 

*56WK*^T^ffl*OX- 4 OV-fe^HB^H^fc t±OX-4 0U 

M^Ml^^m 3SfctfK-OX-40Hr^ 

[00 2 6] 

frfrS O X - 4 0 Wr^HKr&H^ttf -r /VXffilKv 

»©*a^«aKis(cwi-5 c d 4 ♦ t -mmfttem&%w*xi&mt& 



-ii- 



(12) ^2 0 0 2-5 0 4 3 3 4 

®KmmT%%o *mi<D--vm&K$5^x. ox-40 M^Hft&B^tt 

[00 2 7] 

S«U c©*StifrjEp*M«fe:««SnftOX-4 0 wz^Hi&frH^&tf 
W^MM^I/^ OX-4 0^y*HB^H : f^aRk:J:*T- 

[0 0 2 8] 

Mom^iitfa fc, OX-40 Vt^^HS'&H : ? 1 tti«?Lll»fc. 
[00 2 9] 

W1I0XH 0 l^7*H§^W©$^<:£ D JWftSns, 
[0 0 3 0] 

icox-40 i^trr^-ft&H?*^, im.<m k> , c ©trass wmm~ 

n«fc©*l?fcS*£> C©0X-4 0Hr^HB^H?tt*-f;l/Xy/i<Oip 
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(13) ^2 00 2-504 33 4 

X-4 OUr^HS^H^ft^-rsWSttai^fc, 3«i-JSfc:*ALTJ:^ 

0, frfr3S^81tiJl!«&K#®«* #lc«#*ttfefc0tfOX-4OW:7* 
in v i v oT?fflB^K:^««fc5fcfc©?fcS*#s W*** 

[003 1] 

*56W©Hft*tfeSttlBIB. ffHAtiKSa^aifla (APCK #!] 
ftT*<DO X - 4 0 Mr^-JRS^HWSmo^Xailia^fcSo A P C rtt? 
© 0 X - 4 0 Mr^^HBri&H^SmttSiSHTSa- K«««E7!l£fiit 

0 X - 4 0 l^7#H^0?£gA;&tf^3I^3fca6£M^&^ 

0 X - 4 0 V-fe^HB^H? F*-«Sffl*$*?«ALT\ 0X-40U 
[0 03 2] 

»ft&^£«^&ftfefc:;prffl?£3 0 #M©-©IMIiJ-&^T, fill 



-13- 



(14) ^2 002-504 334 

.»»(Dfr^«»«Bt«:m'acD4* T-«s«i^fcffitssF(4^a*nSo m 
&!>Mm>$sgffi%fr^< <«%rc#>. coi^mufcMwwcox-4 o 
, $ftb< &mh c i#?*5^rs^*#-fc*A«oa*is^?& 

mtzrtubvxmzmmu c^cmm* (a) 

Dftb; Cb) COft&tfJWa»§ffl]|&*WftL ; (c) tOg*ffcLfc»3§ 
MMK 0 X - 4 o Hz^HBfcH^fca- Kt*S»»ft»XbT 0 X- 4 
OI^^H^H?*ccoami«lBlfi©S)B±^SH**; ^UT (d) 

[0 0 3 3] 

*i«SJBltt©&ejfc«F£> *©i«?LKl**^T-*WJ!a*l5l0mu ^0®*>ftL 
fcT-«£ex vi v ofOX-4 0 V-fe^-IS^H? fc'f V+a^-S^ 

^^H^tc^§»ti^^|iS^m^'rSfci6W^fe»b, tO#8iii 

^-^HTOM^miD^^^J: fc*#A/e/£So 0 x - 4 o M^H^S-H 
? OMOJtdDtt £ OHMfttc 0 X - 4 0 H»^*-JS^H?&ff COO X - 4 
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(15) #^200 2-50 4334 

[00 3 4] 
[0 0 3 5] 

i. « 

OX-4 0b-fe^-:«?gfe«fLSJtlCD4^ TW^iiJ:^? 
n§ (ACF* StfACT3 5 fcfc^flBcnftfftS) (Weinberg^ 
1994, 1996 I W095/12673 (Stanford Univ & Becton Dickinson : W Godfrey & 
) ;Latza 6, 1994) 0 5y h Rtft h 0X~ 4 0 Hz7#-fflra#£ 

3-mDNAW^D--y^ E0J8fc£3ftT^S (Mai let 5, 19 
90 ; Calderhead*,, 1993 ; Latza 6, 1994 ; W095/12673 (MM) „ 
C00 3 6] 

ox-4oy^f>K:ox-4o v*-r$- mmmcmmtm* &om 
mm ( "a pes" ) <o&Dm mfevmmmMMvmm^mi-zn* ( 

gP 34RtfACT-4-Ltt^SlK:i*tfn*) *V^*St 
^^Kgft&Miura 6, 1991£iB«£ft ; W095/21915 (Stanford Univ : Go 
dfrey 6) 8\ «»ACT-4-L WT, fc h*V/<*H&tf*©«tl*H 
SbT&D ; ^LT»#ffFfl!5, 4 5 7, 0 3 5^- (Immuney : PR Baum 5) 

4 oy#yF£3-F«»^tt**--:'^£tU ^StSft-EVS (#B4# 
ffF»5, 457, 035^ JMiura 1991, Godfrey 5, 1994) 0 0 

OX-4 0 U ^yF<oaffi«tcJgtt*RTi8ftS! ( "RTmttOX-4 0 WyF" 
) (4, 3f$@#fF^5, 4 5 7, 0 3 5RXPNOQ 5/2 1 9 1 5£ia^2ft3± 
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(16) $#^2 00 2-50 4 3 34 

C t i?X* £ § 0 0 X - 4 0 U # V 0 X - 4 0 Mr?* 

-K#S«fciBf^r 5lAWt 0 ; 0 X - 4 0 y # > FShf X« 

o x- 4 o vt^-KWSWK^-raflKjssi^ra^te^WTK: 

«§ft2*i&o OX- 4 0 y #V K&OT©KiW*W«Rtfffl^«SteH:WO 9 

5/2 1915 mm tcE»^nr*t), j§«asms^©ox-4 o 

*Flc«£LfeOX-4 0 y^VFOBRSFftS^tP^V/^HfeEK-rs C# 
E#fFlg 5 . 4 5 7, 0 3 5«»B©C t) „ 
[003 7] 

^awcffl^s*^ mm "ox-4ol" a, Moox-4 0'jr/F 
^^-tcwawteifi^'r *«*««j9-r* o x - 4 o y *r> FXMfc o x - 4 

0 L©£«lc#Sn*o COA5aM#(4*aWB=»5. 4 5 7, 0 3 
tfW0 9 5/2 1 9 1 5 (Ifffi) fcfB*£tl£o 
[00 3 8] 

0 x - 4 0 mz^h^b? : ^stt«?LKtiT«, wmmmtc 

D 4 ♦ T«BJftO^IJ:J<:#ft-r « 0 X - 4 0itIRf«:o**K»K|g^r S 

0 »(fOX - 4 0 L %fRS* 
[0 0 3 9] 

fflss "ffiox-4 0Kr a, ox-^otcftwe&s^/^n— *-;i/&tf 
) »at<«, *»ffl^§Kox-4ow, t/^p-t 
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(17) $m2 002-5 04 3 34 

KTOftfiKMett, Fab, Fab',F(ab')2,Fab cStf F vfi&* 
(WftKO^T, Better&tfHorowitz, 1989£»Dili:) 0 *SSWKft 

yj&^irafcfrT&So trt0x-4 o^y^n-^vKftot h«rmox- 

kmSSSi^ WO 9 5/1 2 67 3RtfW0 9 5/2 1 9 1 5 (£5j§ 
) KSBISc^n^o KOX-4 OKtttt. ^<o^©flmfiSU "Antibodies 
, A Laboratory Manual " by Harlow and Lane, Cold Spring Harbor Laborator 

[00 4 0] 

089 (Protein Design : CL Queen^ ; "Humanized Immunoglobulins " ), 5,565 
,332 ( "Production of Chimeric Antibodies— A Combinatorial Approach " ), 
5,225,539 (Med Res Council : GP Winter ; "Recombinant Altered Antibodi 
es And Methods Of Making Altered Antibodies " ), 5,693,761-762 (Protein 
Design : CL Queen 6 : "Polynucleotides Encoding Improved Humanized Immu 
noglobulins " , and "Humanized Immunoglobulins " ) „ &tf5,530,!01 (Pro 
tein Desigji : CL Queen et al.; "Humanized Immunoglobulins " ) , M&fc.'t 

[00 4 1] 

a^£ffOffib*n£ffl^S^tt^C*0, W*tf, Better&tfHorowitz ( 
1989) ( "Expression of Engineered Antibodies and Antibody Fragments in Mi 
croorganisms" ) ; Better^ (1990) ( "Production and Scale-Up of Chimeric 
Fab Fragments from Bacteria " ) ; Glockshuber £(1990) ( "A Comparison o 
f Stategies to Stabilize Immunoglobulin F v Fragments " ) ; &OM#?F 
Nos. 5,648,237 (Genentech : PJ Carter ; "Expression of Functional Antib 
ody Fragments " ), 4,946,778 (Genex : RC Ladner 5> "Single Polypeptide C 
ha in Binding Molecules" ) „ %tf5,455,030 (Enzon : RC Ladner 6 ; "Immuno 
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(18) m&2 0 0 2-504 33 4 

therapy Using Single Chain Polypeptide Binding Molecules" ) ^XSK^H 
[00 4 2] 

^40X-4 0L^ Rfi8ttOX-4 0U RtfWAtfO X- 4 0 LOSSffl 

ox— 4 o l <oa^ <o«w**5fflat:fe»s o x - 4 0 v^y^-m^m 

fe^T, OX-40L, ^L<!iWb7^yfeL<lif«7^y 
«Ht±s OX-4 0LWFWttM gGOSHTK^-fX ttfc I gGO 

T, I gGgp^i^J^C*»e>Si6^>/^S^ OX-4 0LUJWJ® 
0©CD4EW<?>K^^y3&tf4©ffifflfc||8'rSo 

[0 0 4 3] 

OX— 4 0 LOlfflftASOMfct* 0X-4 0L©l|fifl.WV* , th I gG 

-18- 



(19) W»2 002-5 0433 4 

©S«fcifc^UWSOX-4 0L : HuF c I gGW, 

^^HfiDSSttaftHUffFSs, 457, 03 s^fcEKsnSo mz-i£. JKT 

0 L : Hu F c I g G«a«H:JKT«)jiDSSUfto IK 
^>^KOX4 0 L : hu F c I gG£. G4 1 8 MSR&tf MD© p G E M 
- T^n-->^^^-^XfA»T, MO C H OlM&JB&l&tefc^T 

^^•^feo c h omfs^*sxTi*Kmisitjffi$>?i-)]'fr£& u -.^-^>j 

WDWU #£0^^~*ffi^TPCRKJ£*CJgfIU »Hi ndll 

1 Rtf x h o i asffifcmjaufto y-$r-* P gem-t^--^ 

H3 K^yfc^&fc h I gG lite? (cDNA) fcfcWTEfljfc* 5' & 

#3* s^Mxhoi&tfPst i mLvmxtmzp CRT 

U 'J-^-atfl:bOX4 0LKMK3BS**fto p GEM-T^^n-- 
V^OSK Xho I-Ps t 179^5* yh*JWiU W^Xho IS. 
tfP s t I T'MffcL fc») J^®y-*-ffi*J^t^**-fc5ffil8U 0- 
«JMt>^- C H 2 - C H 3««*»Ha*!ISJIW *-*«J*Lft 
o tbOX4 0L«©?©aifla^K^-<^5' 03' 5fC«KO#^<DPs t 
IfttfHindlll B&ffi©*A*fft\ PCRT?*P--V^U ^n-xV^ 
^^-pGEM-TtlBtfto P s t I C^W»X4 0L&tl3' 
M©^y y IEUi/^lRl©^n-v*aBKLft 
0 &fcc©75^*Vb^0lSSi'^*-®Ps t ifiPffitejiilgU ewe* 

DS&snsy-^ — i gG-ox4 0L«te«jj8»*3-H'r«^*-* 

KLfto &(C, ^©jf£?M«Hi n dill 77?*Vb£LTmU 
^^^-tc^Cfeo iEU^lRF®ffX»(cWT»n->*X^y-->yL 
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(20) 9^2 00 2-504 3 34 

D^mLfc, »l^l^H8SlBlfi*A< (bulked up). ^<9±M 

^f>«^^>^^K^yn-r^>G-S epharos e ^i^ffiffiLfc 
SftiLfotfBfcSDS-P AGE (12%) y/MCj£fc^ *-©?VV£ 
-7*;b-Tm b T3$fi« fg L fe 0 tbOX-4 0BE?tJ ( 'ACT-4-h- 
1' ) tCOV^T{*W0 9 5/1 2 6 7 3£#»££ 0 fchOX-4 0LIS#I ( 
'ACT — 4 — h— 1— L' ) fcOVOiW0 9 5/2 1 9 1 5Rtf*CT3lffl 
£ft&£«»0 £fc<> 0 X - 4 0 UrT^-te^H^KWabKite* C 
fctfMSffiO'WFfcii, Rfi3ttMHC»7XII#?\ m 
X.&B7.- 1MB7. 2, ffitfKTKimSJiSfttt^ h*^^ WAHfl L-2 

vitr or-y-fe^flCjiLfefcOtts (Harlow&tfLaneft^i. "Antibodies, 
A Laboratory Manual " £<©»lfc«fc:fle«£ns) *XX*V • 

7o7f^y^Jffit*o MOX-4 0Wr^H»&H^ WAOT 

t, tn^^^ < ^swsp&tt^gtttf y r * y ;i/r ^ f w±*e««a»* 

n^o ^©S, ^^mfxx^v • 7nyr^ i'^J; D, St (0U*tf- 
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(21) W»2002-50 4 33 4 

tun- 3 — r > k u 7 h y- h q^v-t t- 5 v y £ Aojwgttft 
^fe<tr/i/*y*x7r*-^<fc«»v^cDft^o4jS*g[**c-r 0 

thOX-4 0ICO»«l»K*&&-r«H : ftt, c«taD, OX- 4 01? 

sofltBBc^wtr a 5 ) cfifrr * d t n 

a 3 a* #^Hfe^ffl»e»©ttm^^^TO'&sfs t a, srxa^ < 

mt, »HfAbOX-40?y/^fi|ga*B4fS»Aag 1 ©S/^ 

WRZtiz-e&zs* asswtti, ox-4 ov-fe^HS&em^ »H3s 

[0 0 4 4] 

ttffi^tlfc^V/^S^MV^^T y-fe'f icijp^r. OX- 4 ou-fe^- 
ftfrH^WlSnSH?^ *©H : ?*!ate*$ p (fll&fcfF I TC) icays? 
a^FS^ tbtegffifc-fe/VV-*- (FACS) K*?)4nSm<fcCD4* 

T«ffljB&tfiHStt{tT»ifla^©)ie^*5^«fr* c tic& £M«R8<ji<:o 

X-4 0 V*^-o*t^««**StiE , rsfea6Jc-rXh*n«o £*tW 
fc0X-4 0V-fe^-O#K«S^r*H : ?ti* SttffcCD4* T*HJfi©**ia 

[00 4 5] 

T^%mmx»&% 0 xmrntm^mfes mnm&tmm&, ww** 

[0 04 6] 
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(22) #^2 002-5 04334 

mm n a r n a, Mtf K*>/^Hfr6M»K5Mi*nxttii«*n 

[004 7] 

o cnicAOWAtf, «fflt*tifcox-4 0';^r>K»i»fta. ox-4oy# 
su<s, ox-4ou«ryK<oWfflhtt, ox- 4 oy^K^v^KiEfflH 

[004 8] 

fffflBTffifclS^ (SUSS) : 3 1 O&KPJtfg 2 <DMS3?iJ fctSftBWM^* fc 
[00 4 9] 

[00 50] 

ffiffiffitefc«DS*XfcJ:ft© C D 4 T -«K*fr S 0 X - 4 0 Mr^H^ 
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(23) 1$«2 0 0 2-5 0433 4 

#U *UTMft*^a?M6*fi(T*cfllCSo H©£?**jSS£LJ;5^ MSI 
O X- 4 0 Mj^-H^H^tttiagic J;S T Hfflffi©77>r ^ y ^©fi#X& 

-MBS^Sffi^ii-«Stc^^^^tcffi#LT*^^ 3-7 BtK^gcs 
ft*. HRKOX-4 0Ufe^He^H?*«i«»fe:a£©?!faic<tD, SUCJc 

ttisTwmtDfus&zmLTfrzm Bumt^t^wmh^ ox- 

(BPS, S<&oft¥M) *#TSSlS!T?K#-r*z:tTf, KIT^^^ 

avfr* ti^ bfegssfc^rr § o x 

-4 0 l/-fe7*H6^H?©7Bttfcttffl*iifc h I g Gvmiifflcm&lStilt 

«r^tto x - 4 o v $y K##A,m&»&2 y^K*mf ?>ft s 0 ffit©si 

£©0 X- 4 0 l/*7*HBaHTO4MS0H©^©fci&, «^WJffl 

«f So &vy7/Wzi?tt?%mwimz&feir& Ha 

rlow & Lane, 1988 KE«©«PP©fc8S£»& M*tfELISA) 0 C<D®?V>¥ffi 
[00 5 1] 

#fc*5^T) , OX-4 0^^-^a«^M^KMtH^LT*^7 
BJOUi^iiLft^^LT^v MXtf. ifi^S©-&B*©^MI&£© 
ft, 0 X - 4 0 V^^H^H?*tt4bT«^fcfeS|»«^K^*ft 

<t 9 0 x - 4 0 u*?*-m&mw®$&w%mm<o#!asm%m 
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(24) ff«20 02-504 33 4 

[00 5 2] 

ox-4 o ^y^-\mm^^t-m^y^m. &mm-ox- 
4 o»xt±ox-4 o y fw^** mjmsKU^Mwm&^m 

£ttffim&£v?&<, M«.tf»«OX-4 0W*^-IS^H : f, OX-40 
Hr^-ilfr&B?**- FtSMSH^ OX-40 Wr^^-tS^H?*» 

[0053] 

^oi^Wtfe^t, i?lliilcSW§I^!iOX-4 OW;^ 

KffcBffjfcJW, Mfcfctrxn/HfyBt ffi©#y</*KX»*>/<*fi, 

T77;WS S x^n-x> XfTDVl, -fcWx 7#-* ^^^^ 

frfctfa?LT*IIfcgt>!K fib&tb<{il|il«fe^j«4aD^2 5mg~ 

-Xa§A^XxA&OX-4 OMr^-JS^H^WAtcaEfflTft^So « 

XThimmmc^rmmvm. ^hxmmmmA^^si n (sandoz : 

LA Kelly ; "Liposome drug delivery systems" ) * [115,580,575 ^ (ImaRx 
: EC Linger^* ; "Therapeutic drug delivery systems " ) ^ R5, 595, 756 ( 
Inex Pharm and Univ of BC : MB Bally et al, ; "Liposomal compositions f 
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(25) 00 2-504 334 

or enhanced retention of bioactive agents " ) &lf !^5, 188, 837 % (Mova P 
harm : AJ Domb : "Lipospheres for controlled delivery of substances " ) 

[00 54] 

ox-4 o u*7*Htem?£mm<*£<Dm\&&b®%tommitt-D 
T&^t>\ mL<i*mm%\cM%immmmmx&mft£+&. mi> 

tt*. 

[0 0 5 5] 

m<ome> xit^mm£Lxmt^^ m%.&799-» tjscr^sr* 

ffiiMSaiil'f * fe ft £ f 0 X - 4 0 Mr 7 * «m S 51 

[00 56] 

«OTflt m#7^>«::te^Tl±, ox- 4 OMr^HS^WO 

ffl*^^a*tt«fi^fc^s^is^«3a*«'rs, ins, ox-4o 
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(26) #^2002-504334 

iwj^ mfK/xa in v i t r o i?(Drx Mfisoeissf* y >/*m 

[00 5 7] 

OX-4 0 U-tz^-^H^«^^^«Mi*TO-r§H^cOOX- 
4 0 HJt/^HRfrH? (W*t£ *tl)!AHr»ttOX-4 0USyHXttffi-0 

»tc«ffl-r*©^ ^TOfcffiffl-rsow , gttr 

ffi5RHLIMlJ^OOX-4 0W-t^-H?©S^tt-lHl©a4S0*&l 0ng~ 

i goo x - 4 o nr^Hg^B7o«#mu -HKem o/ig~io 

0mg«M«mft*W£tU ^LTlmgX&l 0»g*T*O«ffl!iafflMt J=< 
[00 5 8] 

0 x - 4 o l>fe:/*HI^H? ii&tfcawrfcrt/- h , 09 

[0 0 5 9] 

©SO. 3«aftOX-4 0lH:r^-«^H : f<OjaBiJtt, ^©HWfSSBK©* 

itfflsff^ 5 ypom t -i^ox -40 ures-?** 
^^^■^tc^^o 0^L<i*, ox-4 on*^-iB^H?*ai4ffca4'rs 
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(27) 3fS2 002-504334 

7=l=. y h 7 £ f- y&x&z ftxtmwt ltcVj ;vx £-<-x t -r a 9 /vx 

[006 0] 

*^H?*mW^i:ii^r«ci:fcJ:DlHS!l^#a5o flKr, 0X-40U 

a tta-e «, o x - 4 o in* 7* -m^m^amimm t <om.^^msm £ n 

a 0 JB^iaMatfOX~4 0l^-fe^-^S : ?^#^«a7^^y 

ttox-4 o^^-^a?^s«B«iH»e>»-e#9a 0 ate? 

^ii^^SD. ^LTi?(D»^ 0!I^{fSambrook5» (1988) KSBttS 
[0 0 6 1] 

x- 4 o h»^hb^h?*3- Fra««^*i«flJM»KS#-ra c t tc 
* d mausa c t l < aaiflawtK#t a 

Tesaa#LT«xfci/\, ox-4ou-t^Hi&&H^3-K-r*gt 

icr^xs F^^^-T?iAb, ox- 4 o unyjt-imwTtf 1 

imy9*>£RVZ5KLT&J§-\srSL\t\ 0X-4 0Wi^-«^ 

h-?&=i- F*r a«Bbr^?tt±#ft»sfty LT^jffl^na •> * 
<?v a ©cfHc#A t r «t \,\ j ;vx k &&am&?&%&; t tv a t © 
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(28) ^2 002-504 334 

WWfbtl&o *H#fFfg5,665, 362*§&tf|5[5,837,261 # (Cantab Pharmacen 
ticals : Ingtis 6) „ c©BW©;feftfc:»3&t>-f /1/XfcttD N A^;l/X, 
mtfTxA 'VWiX, ^tfuv&tf^-^-fVt'X. ffitffcRNA 

^ffi$fFlg5,665,362 ttXfm. 837, 261 # (MS) , Ir)5, 338, 683 9 (Health 
Research : E Paoletti) ^^5,494,807 ^ (E Paoletti) fcBttSfltV* 

[0 0 6 2] 

ox-4 ogmim&m^zx-vtmnzmmmMimx 

^ftK, #J;U£MHC^XIU ««ab!^FB7. RlfiWft/SfSJ^C D 2 ( 
BWWWajKE P073337 3) Kf WHEATS £ tX^fc 0 

*mtft. C«^lC^LT, OX-4 0g#fttt£H : ?*3-F"f5« 

[0 0 6 3] 

6 5, 3 6 ZM5, 8 3 7, 2 6 1 tClEKLfcfcfiDfc, COBW^ftfeKlffiffl 

U#s 0 ^^;l/X^^^-t±iS^ti«a»Mmte^-r8©T% 

^^-lCit^J«So OX-4 0§§^S?^3-Ft^ti^ft 
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(29) ^2002-5 04 33 4 

[0 0 6 4] 

fe*»fflrefe>K fea^ti. ffiHill&jil. #R ^American Type Culture Collect! 

on (ATCC) &$xtt%%KhmwmK&**mmv&-2Tt>£\ f \ 

[0 0 6 5] 

§ ^ii, IDM®±0 0 X - 4 0 ®Sft3Kr&H? § C <t K> , 
Ctl*ffVH»*o Mt^^iJi CFACS) E«fci>««' 

[0 06 6] 

vrcms, »#KS#-rsi5K. ^n^igmtf »fbbfc»«, ran 

•f S^ffitfHfcnffc!). M£f£E P 0 7 3 3 3 7 3t«SnW«o 
[00 6 7] 

ox-4osstt#g'&H : ?*^«o «»»Mco»^ 
tv*. wmmx&mmmc «t o rmm^mmxammt % c t k z d , 

[0 0 6 8] 
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(30) ^2 00 2-5 04334 

#«£&tfMftl-c*&D. N%t23mF5, 620,896 (Univ Massachusetts Med 
Ctr : JE Herrmann et al.; "DNA vaccines against rotavirus infections " 
), 5,643,578 (Univ Massachusetts Med Ctr & St Jude Children's Res Hosp : 

HL Robinson et al.; "Immunization by inoculation of DNA transcription u 
nit " ) &tf5,593,972 (Wistar Inst & Univ of PA : DB werner et al.; "Ge 
netic immunization" ) K^MZtiT^& 0 

[0 0 6 9] 

KWU Sft^SttW^WPe x v i vol?»^|L 
fc«fc5fc, S«±©OX-4 0%m&£OX-4 0$ffiffi$m¥£1ffi&r 

setter %mmmmt<tu zLT^mmpb&vzmmmvmtmm 
tznzvo for, mmic^mmz&^tzmc ex 

v i votu^m ox-4 ogmtm&m?z^t%%m?-ry 

+a^—>ay«tl^?&<0*?^'??*<So V>'Wm<omL. ex vi 

&-m<Dmm&mtfi\ m^mtcmmv^, ®mmmmm, 690,915 (us dh 

HS : SA Rosenberg ; "Adoptive immunotherapy as a treatment modality in 
humans" ), 5,229,115 (Immunex : DA Lynch ; "Adoptive immunotherapy with 
interleukin-7 " }, 5,631,006 (Endotronics : GB Mel ink et al.; "Immunoth 
erapy protocol of culturing leukocytes in the presence of interleukin-2 
in a hollow fiber cartridge " , Rtf4,902,288 (M Ingram ; "Implantable 
immunotherapy system using stimulated cells " ) tcKJtt^tlT^So 

coo 7 o: 
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(31) ^2 0 02-504 334 

3. mmm 

o x - 4 o &mm&m=?tffiEmm t «£*r & c t %mmt% 

{C, SxU^ffllStt^V/^K (MBP)MT»t>; OX-4 0§m 
g»fcU»X-4 0mAb»T, in vitro TH 
tft££fi~>fe<> 
[007 1] 

rpmi/i o%FcswT*Mmz#rc& > MBP^m-rmmzMMu m 

if U ffHRU ^LTigiMclMf U *n*Vandenbark et al. (1985} M 
StfeT«Mlti^fc„ 9 6fxyl/Wl/-h^ 2X105 T&B 
Kjffi$rit»-?M 8BffffliW*U fltl8ffll/iCi C 3 H) — T d R 

5? hCD3, OX- 4 0&tfCD2 8 fcft^S^y *tt^/V^ft£Phanningen 
(La Jolla. CA) jb^iXLfe 
[0 0 7 2] 

in vitr oT*T«f»*rT£OX-4 0 l omm^m<^rabK, 
9 6-)i;VW^h^2 x 1 05 /-)x;i/TT»if, 1 0 (i g/ml 

ftKXiXMmhtc* ^1M4 8^MU 18W [3 H] -^33?>T» 
MU ^©»SIU ^LTf[^Ufc„ B2fcaVr5i»K 3^x 
^S»WLfeCPMTOfflfc«SMiStTa'r« *0l£&fr5. 0X-4 0g 
Sfr^gl? Cfat»-BKOX-4 0mAb) ti, ffllMK, MBP#gl$ 

cd 4* rmmzmmm/mm. amcst) utcfctfsssnso 

[0 0 7 3] 

«M2 : OX-4 0SS#IS^ttx7x*^-glS'eej:S 

ox— 4 ossfMg^a&aM-r sTmofgjtmpg (t^-^ix7x 



-31- 



(32) ^2 00 2-50 4 3 34 

mmtoZR^tt (Dubey et al., 1995) „ C©ttflBRH\ Kaye and Hedrkk 
(1989) K <fc 5 life T ffljgSm h 9 >Xi?x- >y £ v * X 6#ft T £ffl 
JfiK, fiiM (Mhf-h^P-AC CPCC) ) fcl^SSo 
T, OX-4 0 Dtf^K^^U IOT»g^h7^^xr.>y^»>X 

^5#ftS¥Kc d 4 + Tii^ittts h^x^x^y zmmmm&± 
lift. 

[00 7 4] 

^Kv^xfr£iIg«Lfc:f^-:/Tffi». (1) MHC^^XIIffiS, 
C2) MHC^Xll&t/B 7. K (3) MH C ^5X1 l&tf O X- 4 0 U iS 
VK, X« (4) MHC^XIk OX-40WyFMB7. K *3»T 
§iif*i:iP^t, P C CtfiKte*oTjW«bft»S*jtttLftSt» 
6, MHC^XII/OX-4 OUifVhVB 7. l©fi^ N ^-T-^TM 

[00 7 5] 

mmmm^wmmmi,Ki-j-7'rffiMz, p comet, m 

HC^XIIMB7. lWSSillllitMLt, x7i^^-i 
jfitSlLft. ^cn^x7x^^-», I L-2*rC5B1HJSS5iS-& 
. »U ^LT (1) MHC^XII#». (2) MH C ^7X1 \RXfB 7 . 
K XJ* (3) MHC$'5XllfttfOX-4 0y#>h\ *?^S«8B8ftJflS 
fcfi#^TPCCmiRfc<fcr>TS*!l»Lfco c^SHfrfc, APC : T«0 3 
0©g**Jt*fc*S^TfTV\ 2@@0««^ IL-2^M«» 
Stt^bfto H3fcj^a*V*©JB«fr5, MHC^7XIIM0X-4 0iJ 
tfyK^SSTTSAP Ck:J;SSiSffi^, x7x**-KliTttIJS£Sfcgttr 

cd 4 + t tmofsmc te^r o x - 4 o wttoasatfiMiu * t tie 
«HflaosK8*ffiji-r«ct*^»-rso coc**^ ox-4ouc£M 
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(33) 1f«2 0 0 2-5 0 4 3 3 4 

[0 0 7 6] 

mm 3 ■■ ox-4ogm#m&m?&mmwmznm?% 
in vivo rmm<or^ ^yftpK \ mmic o x - a o 

^Wrsa^S^rsftfeK, OX-4 0SfflWg&H?ttT, fc: M g 
GOF cgP^C^Lfc^ttOX-4 0L (OX-4 0L : HuF c I g G) 

[00 7 7] 

c©H^^©fe*®»a^£LT. 1-3X10 5 MCA3 0 3U7I/3 
-^ffiKBIfi (Huntzicker & Fox, 1995) OBSfc^XO&Tfcg&atfe 
o 3B»JC, ^OS&«I©flWffiP«jK:OX-4 0L : HuFc I gG#&WU 

, TE#Sg) o *ftfr5 5 0 BHiXL. * ^>»©H«g^raLfc 0 
f--rX*M. 9 4c«2 (0. 3in2 ) £&ofcB#i^I&«g§Lfc 0 
[0 07 8] 

bub. 3BSK«tsiUfeattiK:j#f*. ffljEp f 3a*rtfcRr?§i4ox-4oy 

A*yFO|f^«^t 0 6E©IfrWc. ^yii>nT«MUfc3X 1 o 
s MCA3 0 3BMIIS*ffiftfLfe. JSmSH3Bi2:7BS^ 
fc* HT^ffiV^XOX-4 0U^yFl 0 0/ig/5 0 0/i I RPMI*#A 
s 3 EtWftffcv 500/il R P M I Sfflm 5 0 BP^. * 

Lfc 0 H 4 t^-Tii t) , O X - 4 0 L -a ft 

^TOmmti 3 8 BttflteJEtbfeff, O X - 4 0 L 

[00 7 9] 

LfrSSK »»0^9-<5y^tF«fc:Hr?SttOX-4 0y^yK7fM«U flo 

H*^ttMtTisfttt^^fc»^i±, ucBsomm^mcxK), cds 

* T«)TOLfc 0 Cft5©Sfr%*«U 8M»MU 

CD 8* T«W^bT^fc 0 ^©»B^ffl»^^-^^Xic 
*«Ab ClS$W»/v^x) , #fc»9Bi««^^x;£MCA 
3 0 3«BT?£flf£-5*.fci »MCA3 0 3JfflHWIfi*aVfti-;l/0^->f 
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(34) ^2 0 0 2-5 0 4 3 3 4 

i umKttthitifi, mmftmmm^mmmmmmALrcmmt, mm 

MK^&^T, OX-4 03Sfl^£K.fcDx7x£*-TfflflS*«M 
[0 0 8 0] 

»M4 : OX-4 0SSi*«^H?tt in v i v o«ft£nfdM«t 

«M 3 tc ftfe, OX— 4 0 L J: t) ftfeRffltttt* i n 
v i t r o ?«ig*2nfdS*Mc^LT^£tlfc 0 in v i voTJUft 
?nfciIIEii, MfcADHvMttSW-fSOTf, OX-40L*Mn 

v i wo^mixtntcmmKMhrmm^n^^cttPr^^E^^m 

1 OIZEOMtC, in v i v oTSttfSSftfe 1 X 1 0* MC A 3 0 SB 
fi*£TS*ft,fc 0 M*^ffl^3HBt7HgK N SB&DttW^ 100/ig© 

rT^o x - 4 o u H*HHSrta#tu su® 5 rnvmncmmo rpmi^ 
aiD, ^©<s«3b^> ox-4 oLos^tt, mmmwi n v i vo« 

[00 8 1] 

»£&#M©0X-4 0 L^ffl^T, in v i v o ^«ft*nfe»W(Wfla 
(C#f-r«Kff1£#. OX-4 0 LW^T«a»£5jtPfcW^fc 0 2 0l£©»ft 

k, i x i os ffl© i n vivo -oKftsnftM c a 3 0 3 b»r&t& 
it 0 x - 4 0 u isy y *wmm.M vtc 3 y h d -m k & r p m i * 

-^S^M^aStCT. 2 5, 5 0, 1 0 0Rtf2 5 0^gOOX-4 0L© 
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(35) ^82 002-5 04 3 34 

> 0X-4 0L©jS4»«tSi:t, ^UI1|ff)i n vitroTfUft 
[00 8 2] 

mm 5 :B07^^>O^tLTOOX~4OS^TO^S? 

£ 0 MHC^^XIIXttOX-4 0y^f>H*5HBLa:V>B 1 6-*9/-?T 
fXSMSttF 1 OK* OX- 4 0U3?VKRtfCIITAOcDNA*h7>X7 

i^>3y('j^7x^yias) Ltc 0 ciitaocdnah:, mhc^7 

XI l^n^-^-fd^U ^LTftHftMH C^XI I JH£?0-&^RtfiBlte 

flcF 1 0t«h5VX7i^gyU ^L-T 30«ffl^mftLft : 1) MH 
C^XII* , 2) OX-4 oytf^K* , 03) MHC^XII* H^OX 
- 4 0 U *f > F* o 5 0 0 9 K©&l«6*Hi»U * 

lt**i* (2 x i o« Mfls/aftf) s -f-f-^iftfttSTffiWb. set 1 4 
1 oswBtt (5xio5 /»«) *arFa»uft« 

[008 3] 

<DF 1 0B5», MHC^XIIW^^t/tF 1 0, Xtt, MHC^5XII& 

tfox-4 0 y f Lfc f 1 0 «*f t rcmww&mtt^to 2 w®& 

fc. **l6t0lW&*> £#«F 1 OilTliU ^LT8 4BK> ^©Kfife 

1 o«*»I6fc:^Tj&8fc^Lfcff, MWtfcF 1 omnK^mm 
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(36) $£20 02-504 33 4 

ttMStlft- ^< OjfflWfflia-ettMH C ^^Xl lO^^V^a 
SffibfeBWIja*. MHC^XII&tfOX-4 OgSHflB^H^fca-FI- 

?<> 

[0 0 8 4] 

IWJ6-9 

X-4 0gmfa (OX- 4 OR) OX-4 0U#VF (OX-4 0L) Xi* 

tmr n-x h ^tt^^^rfeo c na. JM$3ft t »oi5^«t§ rat 

fcftfrntcc in v i v o T?flB*©:/9-f ^ 0 L : I gXH: 

KOX-4 OR^M-rS^ttC^O, 4O0SlJ»ffi»fi*'r§4OtDM^ 
SJSitcfe^T, (2 0-5 5%) IBI«Uft£#iM£Cft 

. KOX-4 0RO»ftttffl*flES«"l?*D, *LT»iwa»T«is©ia** 
afcbfto Ctl&0*SM!I07 9 ^#fr6, in v i v o kl&^TO X- 4 0 R 
©fi*B. e±©^a©M^#^T»«^/it^-r§ct^j:oT, a 
^S«a^>T5y^*Jtflq^*Ct^*n%TP*5 5o in vivo 

^^^TthsamW3atc»w^tfcox-4o* Tttiaaota-sB, isms. 

[00 8 5] 

0X-40R + T MBS t £ ©^»«£&5Tr § fc«> ic , &;g$B*& 

j;Oflaisnfeuy/Mnsos^rfcfei^ cd4 + &tfox-4 0R* 

ffiLfto H 9 B, iS»ttOffittJLBA;VS'/-?%Wr«B!HHO 2 A<o£m&*> 
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(37) ^2 0 0 2-5 0 4 3 3 4 

cd 4* mmt>\ mm^<D^m<omrmmimmLr^nt^t 0 
ox-40R t mm* uDiBfwi?) wmmLittcz, **is, bmhs 

O^ttKfesaBLftU^UIto-af-pftofco OX-40R t fl]&D$&& 
OX-40R* IBl«U^fc 0 £fc, Hi«LTl^l^ 

$tc&ox-4 0R* wmmtoznitifi, mmommm&.omf&m^w^ 

[0 0 8 6] 

$688007 : i n v i v o WaS"/^ S cficDOX-4 0 

RIS-& 

-4 or* mm\ in v i v ovmmmmfcv&z^imtm&m-* 
men?, ox-4or©is^\ ^a«iMaisaF*?itiecu mm 

#*5ft« 0 HlOli, in v i voTfOflKI^>r^y^OOX-4 0R 

■To Hiom ^«8ffi$refc*MCA3 0 3 Wf;P-37yH/^i!» 
Wn-v) fc&TffiWU *<D3B«fttf7H»K:, mOX-4 0L : I g, 
OR 3 : 1 g. X«*l7i<T«LfcV«7X^1- 0 DR3 : I gt'lIUfe?^ 

fe„ ftESftfc* mOX-4 0L : I g^-^fcv^XTfi. £T<&flBfcDjfigtf 
Sift, J E-O^6 0%a7 0BraCUJB»«*^Ufe„ mOX-4 0L : I gT*B& 
W*flft^*X*||iifMCA3 0 3OJfiTffi«"l***bftt!l5 % ^V7X& 

[0 0 8 7] 
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(38) ^2002-504 3 3 4 

mc s MCA3 0 3W*fbfcV^X^ Jfflfg«g3BBfc7BSfc. 
©WmOX-4 0L : I g%4*feo 2 5X14 5 0 ji gOmO X- 4 0 L : 
I g*#*fev9Xtt, S7KMatft3>hn-;l/^^xt^W^Mt?B 
3§«gLfcOT, ^EtTLfco 100fig©m0X-40L: I g*4Jtft^^ 
X© 5 0 %T, Bff0j£ft#WU 2 5 0fi gS4*ft^9XO 1 0 0 %T\ H 
IOjSft!(fi!nft. W\ 1 0 0 ft g 2 5 %&Xf 250/igSO50% 

■P, ^^»7OHP^tLhffl0«^Lfc o MCA30 3li«llt i n 

v i v o?mRLftim&&<ix*KmtiT. mm&wsst. £lt&& 

JRtttfJ:0ffi<aSi:tk:ffiStr^#T?*55o HI im MCA3 0 3K 
HI OO^AOt*V^|sl»0«ft«tlft<OTf. 0X-40L : I gM 

» i o o fi g mm-?i±. D^ws««^urct#^?,n^ 0 

[0 0 8 8] 

HI 2&s in vitr o tflfcftSftfeMC A 3 0 3£jgfflLTa^ mO 
X-4 0 L : I g WaLfeV*X©£#M£aVr (in vitr oV%m 
lftMCA3 0 3tt, „ v*XfC. HOTiU 

TlSiSai»3 0B&tf6HBfi:. mOX-4 0L : I g%attbfe 0 4 
A», mOX-40L: I g «abfc^T©T^X*\ HOCMf^^S 

mWomm^m-h^^LrcmOX - 4 0 L : I g«=?*X£\ MCA3 0 3 
TSM*tfetC5, ^TOV>)X^ 5 3BBB, 2UW^»i)^m\fc ( 
0 cn^O|i|-^^XiCMCA30 3«TWU 1 0 
B&fc, JaLy t - 2 ^SWIftS C tic J; C D 8 W^t^fco 3 B^ 

B&fc. *©V9X«MCA3 0 3©^^fc < fc9MLfe o ^12B(t C 
D8ffl«^Lfc^M»#^ftV^X(4, im»teHttT?ftoft^ 3> 

[00 8 9] 

8 : SgftffiMltRflR-r^ ( B 1 6 / F 1 0 ) tc fetf S 0 X - 4 0 R*ff S 
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(39) $m20O2-504 3 3 4 

mm 

b i 6/b 1 6^^/-v^<7)F i Q$mz^ mmm&LitvzpytLT 
(om^mmtVTmmznrco mi 3 a. »»o^5W5^*©ox-4or 

ft©K»OJSS*^r« BIS Mi. F 1 0 3 B B&tf 7 S S (Cm 0 X 

-401: I gtY^XWlftCt^ nyhn-^v^XCJt^TWS&T? 
*^fte:^*^r (£J2 5%jPflWPR»3^5fi»IH^#Lft) „ HI 3Btt, Pfl 

ox4 0Rfci6£*5M<oSG$!i <^/*n-:7vi#ttt 

OX-8 6) f}\ mOX-4 0L : I g©*&trav^;V*T?»i*(^tfti 

mtefflnhitzititmo mfo^K&zmmx&vvx<om&&. ox- 
4ol : i gtcj:s»^t*«icwT?aB^ft, Wyvtwstoh, mm*. 

> »»»H^WffiW^«^fc3b^nfc (p=. 007 (Ab) s. 
tf. 0 5 (mOX-4 0 L : I g) „ 
CO 0 90] 

»J9 : gimwmxytTfr cct2 6) ^tsmro^o^ 

«gbfc CmOX-4 0 L : I g ; 2®&4fifc£) o HuOX-4 0 L : I g 
ffll>fc, 2@S^CJ:»). mm^^^MK (p=. 0 4 

tmimmtmmvnmzft-otc (2, 7, 14, 21, 2 7Rtf4 0BBt 
astbfe) 0 hi 4Att, «asc@(Daftrtt, 2isia»j;t)t., *e>«v^Ktt ( 

p=. 0 1) Tm&X&LltSMtcffi&V&^rto mOX-40L: Ig 

^MLfcW££#Lfc7 EOV^X^ C T 2 6 fSWlfc il4B 
(4, ^T«mOX~4 0L : I gv^xff#«cH1££jSU *LTffl*& 

5EtLfc 0 3St(C, *© 7 lEeOflMfc^^X^ Sfi:Sfflj«(£:ft3t£'rS^©H 
KReuca; fftofe) »ft£ft«J&£%tt£lfe» C T 2 6 
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COO 9 n 

6-9 fl>Hfi : WW)?^ 5 >9*p(D0 X-40R ©*B£ 

ns#, ^tv?£>&*5, jajaBttcjtu^^/^TtT*^ (f i o) ksi^t 

tf7B@£OX-4 0L : I g^fi^LfcT 1 ?;*-?^ l»I^L/£^#fl#0 
* C 1 o g - r a n k ) Hffl-ftflffcfrtt, *tltfp =. 0 1 Tf^K^SS t fc 

[0 0 9 2] 

HI : 

096-9 :ffl*y^5>^«£0OX-4 0R|&^O*fci6 



MCA3 0 3 




mOX-40L:ig 


9/1 6 


mm 




^7j<XiiDR3:ig 


0/1 6 


CT 2 6 




mOX-40L:ig 


9/2 4 


tkSSOSD 




hOX-40L:lg 


2/2 4 


SMI 


93 


mOX-40L:ig 


7/2 8 


CMS) 






1/2 8 


B 1 6/F 1 0 




mOX-40L:ig 


5/20 








0/2 0 






K0X-40R 


5/2 5 






77 Hg 


0/2 5 



(41) #^2 00 2-504 334 

[0 09 3] 

W^f=7^^.y^<r>n<r>\ n vi vof©OX-4 0R£Dg»<^© 

wmm»nm&e>mtLttc EAE^ts^«m©ox-4 0R + mm 
©ma** o x- 4 o R#fiiTO&K:££ffi3*- a g #s^««^fc-r^ c t 

%7fimLT^%o in v i t r oWOX-4 ORtD^I*Ti|ffl»'l'h^-r 

ot, il^^y ^<D» OX — 4 0 R ^i|«|7 U -£#fc*gtf O < 
»*- A g C D 4 * T WOii^tf M^«-T § "fe <0 tmu 6 tit^ 

So ^£»^«»«jg-rsox-4 or + T*»Ln^i 

[0 0 9 4] 

M^5>»©0X-4 0ROi n v i vo^fi4W©»? 

&mmt, in vivo nft o x - 4 o r fc*rr*K## g aftse^ 

JgfcHBSHfc U ^ LT«^<£> G V H D ^EffiG V H D fcHERS^T L$ 5 
[0 0 9 5] 

huOX-4 0L : I gia^y/^I^t M»:f3^Tiffl7?t, _& 
Ot h in v i t r o7?MT^§^0^OTRT^^y;^S 

©M7*5tiUBnt^*, W«140 x - 4 o Ll^^f y;^Sli c 
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(42) $#^20 02-50 4 3 34 

[00 9 6] 

ffifk WAtfK- 4 — 1 B BXttK-C T L A 4 ^^ffl*^»«(*. 8S 
fe§o 0X-4 0R£H8HC, 4-1 BBlst-fZ-itTNV - Uty^-no 

o > ao«i>a«HWfffi*^rr « t assiSMi: LT^s^nr 

l/^Sc 4-1 B B C D 8MC D 4 T«tmcN K»±f ^1 

SftSo 4-lBBW!^-SIMlJ»CD8 t TMJftK^UT^ftT? 

mens* Tmsmmmmv s oi&±mmMxisitmmBS3i&*<\t% 

Xf-O < 0 C T L A - 4 £ V 7 ^fttt C D 8 Rtf C D 4 T »C>;K£T*f£3I2 
^LT^UtfyF (B7. 1XBB7. 2) £*g£-f £^ T«HJgK*fLT$? 

t>y\;¥=L u-vb y*>^;i/*as*o ctla-4/b 7fflSflUfl*ia#rs 

i7§o ox-40 R#aflw^tt*ne*taT**«^ 1 o o %<ommy y 
-v^xfcjatttfoj^-f * ^en^-c t l a 4Xttts- 4 - 1 b b t*«roe: 

«-OX-4 0 Rlgl^OSSl^#\ A g-#M«T-flifl^S*ISft7r5 

*»nB<ojffii5&!S:««*«L5*<, mmmmTmrnmrnt, cd4^ 
CDs a g -#gfftx7 x **-/wimms5^jtt<Dtmim<^\s? 

[009 7] 

Ag-WSW^>T5V^©IROOX-4 OROi n v i v og^KAg- 

-{±^£&t,S> o S4:A,i?OT-f|l||fittX7x^*-T*BjeaBKfe^rAgt 
38»bTfr£^fl«WI6JE (A I CD) fcStLTiSSttfcfcDIittfc* *L 

r^otJ-r )&» ufekt -mmt ft^ft. m/^ a v^® br© o x - 

D S„ A g -#MW»©it©^tiv7z^H07 U -fc LMV s % 

LTm~mmnmcftLrm*>&5ict%o mi i B&ox^oRMaffisift 
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(43) #^2002-504334 

into c©7 f -^-ttflfti-Ag#SfiSKttCD4* T«©«tf/Xtti 
Stf&tK *LT*ft5tf^ffi1W;£r*£A?t3Cfc£^«o CD 4* T 

So (cfes^^s-f, wiAg-wa»CD4* TwaMtmfii 

>f *©!MWtiS»fflSfffflLTW*«E«r«'* A 5 fcifc* C D 8* 

Tfflflk N K«tfv^n77->*«t:WS d tic £ t>»?& D 5 

&<> 

[0 0 9 8] 

0 X - 4 0 R««Rtf gB^tefi^K*ltS^8Hft^6¥)i«tlft C D 4* 

(2 4~4 8hrJ^ft) 0 LfrL&fc^ C D 4 RtfC D 8 TfflfiOSKfB i n 
vitr oTCo nAXt±PHA?jW»*n«0X-4 0RSS^T7#*Cfctf 
m^nfeo TM±T'0X- 4 0 R^*7'y^V^a.V-^3 y*r£PS-<9# 
ftBTCRJ^^«fc©TN&*i:K«>&ft3 0 M%38£Bftf& fWAHSHA 
g«^^ A g##IWto©OX-4 OR^KKW Cb y s t a n 
der) ^Ty^V^aV-^ayiiSrV^Ofcffia&^n^o j@KMSEA©?i 
f*2ftfcV7XTi;i. OX-4 0R{^©iAg©«TCR«V^- 
3/CD4* TM±TcD#fgg!2ft3 0 tot, i n v i v oT?«^7 
-T5>^©|ReOOX-40R *\©Stei4 A g JgttfcS ftfctf D © T tH)Sl«n 

[0 0 9 9] 

ffi A g jfciasttf E A E offifttttiBcBrr T h l 1M h y<D£&ic 

m^tz c tj^sn/fco t h i ^\©o x - a o R©«f^« i l - 2 ©e^s. 

XMm<DT y 2V4^l a Vfc <fc 5 T Hffl|fi!Jg»*JS9t«* * Ltx7 x 
**-T- T -mm& D fcO X- 4 0 R#S«I»fc^bT- 
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(44) ^20 02-50 4 33 4 

KttLT&S&V&& 0 Th 2x7x*#H«:*rf£OX-4 QRVm&te 

2O*(iia0X-4 0 R0tt£tfffl!IS£T h 2ggt^CJi«2#? 3 £ 

WL, ^LTOX-40R ©M^tf T h 1 Xt± T h 2 i£g©jR2f fcaftfr s 
c fc**«ft Lfe. fi~HT h 2 «(Smt«i©SfflElEttfitfo^^^ I 
3SllSS{±tttfo< 0 fct Blfr^*^ (I L-l 2, I FN-#y?- 

atf/xas- 1 l - 4 oukct h i js£&i*3srr* c ta\ i n v 
ivo-eox-40R £^*zim£&$Ltt£%Kwm&mmsmjm* 

[0 10 0] 

Jfo$iTf'*iru7T-i?±'V<Dfr$8%t£tl&<> OX-40L©in vivoSffi 
t*Efi^«^ WAtfMMTV CfffflttLN) KiSV^XeDSSfeffiXBifc 

0C§t^i65»nSo jE»&-*T-ail&S». WAtfCFAteWtSAglcj; 
*«Tf«At>, OX-40 Lffi|H«^^B77-^±milffi^ft e 
OX- 4 OR^T-M»TCR^JiCT^^n^t^c^^ ^oTW 

u 3^^wns^sjiK:^>^av— > 3 >-r«o ox-4_olkmim 

»ttx7x**~Tffilfi^T*fr&D^fcii>. ftiii^ftA^CD, M 

p c a** £<&ox-4ol a o j»w#awfeffi*s»a± 

flBfiDHftfCijVvt, in v i v oT?OX-4 ORKIS&tSS'WSSillOt 

Co i o 13 
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±ffi<D0!l6~9fc*SVvC, flffil^-f S >W«OX- 4 0 R 

%%ft&m&Rmm&m®mm^TfrK^Tm&-£tirc <> o x - 4 o 

sm^tMl (SfefflL i&tft, MtfC?L« (E89#!H) ) ©WWPffifcJS 
£LfcT00&J:Tigi6£nfc o OX-4 0R* T-fflJfit 1 ° MiStfU y/*flp 
^«Abfe«©^^4b^^?LlS»tcOW^M»^f^. OX- 4 0 

- 4 0 RMf»^-i»WIilf t:M§ 0 X - 4 0 R* ©m^iiOffl^: 

&gja*£jffri£fc\ m*mt%mm<oo x - 4 o r tm&t&z 5 

[0 10 2] 

[0 10 3] 
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[01] 

[H2] 

in vitrot'CT £ 0 X - 4 0 Wf*-G>mi<m 

[03] 

MHC^XIIO&, MHC^XII + B7. 1 XttMHC^^XI l + OX- 

4 o y fly K©^mfr*3S5rr« a p ccmmLfc t -mm^^o^mtsti 
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[04] 

mmmowmiEtiTc^ZsKmr % o x - a o nrrfHR^B^a-s© 
ox— 4 o nr^^BfRtfwiwiijnf^w^^Sii 

[06] 

in v i v ol^LftlilWa^nf^^XMOO X- 4 0 Wf# 
[07] 

in vivo MttistircmmmMfcttt §ox-4opw HS-aw© 
o x - 4 o uvjz-m&m^vmmK&mtz ctzmt 

[08] 

0 X- 4 0 V*:/*-*££H?Rtf MH C *7XI i^i^^toh^^x 
[1^9] 

*M«n:a2«o73i£K * § 9im<D%mic mm % 0 vy imas o x - 4 o 
mi o] 

e ~ 9 <ommic & wm<o^m^r^ y» 
mm 

m e ~ 9 (ommK *tt % w»®£#**avr x 0 

[HI 2] 
[01 3] 
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[02] 




la-OX40 mAb (yg/ml) 



FIG. 2 
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FIG. 4 
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(55) 



1&m.2 0 0 2 - 5 0 4 3 3 4 



[08] 




FIG. 8 
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FIG. 9 
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FIG. 10 
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FIG. 11 
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FIG. 12 
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FIG. 13 
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»h»> oocuasnscoNSCEna) to be rule* ua ~ 1 
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